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AM LORI DE HYDROCHLORI DE AND HYDROCHLOROTHI AZI DE TABLETS USP

DESCRI PTI ON

Am | ori de Hydrochl ori de and Hydrochl or ot hi azi de Tabl ets conbi ne
t he pot assi umconserving action of am |l oride hydrochloride wth
the natriuretic action of hydrochl orot hi azi de.

Amloride HO is designated chemcally as N- am di no- 3, 5-di am no-
6- chl or opyr azi necar boxam de nonohydrochl oride di hydrate. It has
the follow ng structural formnula:

C,H,a N,0- HO - 2H,0 MNV = 302. 12

Hydr ochl or ot hi azi de i s designated chemcally as 6-chl oro- 3, 4-
di hydro-2 H 1, 2, 4- benzot hi adi azi ne-7-sul fonam de 1, 1-di oxide. It
has the follow ng structural fornula:

C,H,a N;0,S, MV = 297. 73

It is awhite, or practically white, crystalline powder which is
slightly soluble in water, but freely soluble in sodi um hydroxi de
sol uti on.

Each tablet, for oral admnistration, contains 5 ng of amloride
hydrochl ori de (cal cul ated on the anhydrous basis) and 50 ng of
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hydrochl orothiazide. |In addition, each tablet contains the
follow ng inactive ingredients:

[W note that in accordance with good pharnaceutica
practice all dosage forns should be |abeled to cite all the
inactive ingredients (refer to USP General Chapter <1091>
for guidance). W believe this is an inportant public
heal t h nmeasure. Please respond accordingly by correctly
noting the inactive ingredients present in this product.]

CLI NIl CAL PHARVACOLOGY

Am | ori de hydrochl ori de and hydrochl or ot hi azi de tabl ets provide
diuretic and anti hypertensive activity (principally due to the
hydr ochl or ot hi azi de conponent), while acting through the

am | ori de conponent to prevent the excessive potassium]l oss that
may occur in patients receiving a thiazide diuretic. Due toits
am | oride conponent, the urinary excretion of magnesiumis | ess
with amloride and hydrochl orot hiazide than with a thiazide or

| oop diuretic used alone (see PRECAUTIONS). The onset of the
diuretic action of this product is within 1 to 2 hours and this
action appears to be sustained for approxi mately 24 hours.

Am | ori de HC

Amloride HO is a potassiumconserving (antikaliuretic) drug

t hat possesses weak (conpared with thiazide diuretics)
natriuretic, diuretic, and antihypertensive activity. These
effects have been partially additive to the effects of thiazide
diuretics in sone clinical studies. Amloride has potassium
conserving activity in patients receiving kaliuretic-diuretic
agent s.

Amloride is not an al dosterone antagonist and its effects are
seen even in the absence of al dosterone.

Amloride exerts its potassiumsparing effect through the

i nhi bition of sodi umreabsorption at the distal convol uted
tubul e, cortical collecting tubule and collecting duct; this
decreases the net negative potential of the tubular |unen and
reduces bot h potassi um and hydrogen secretion and their
subsequent excretion. This nechanismaccounts in |arge part for
t he pot assi um sparing action of aml oride.
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Amloride usually begins to act within two hours after an oral
dose. Its effect on electrolyte excretion reaches a peak between
six and ten hours and | asts about 24 hours. Peak plasna |evels
are obtained in 3 to 4 hours and the plasma half-life varies from
six to nine hours. Effects on electrolytes increase with single
doses of amloride HOd up to approxi mately 15 ng.

Amloride is not netabolized by the liver but is excreted
unchanged by the ki dneys. About 50 percent of a 20 ng dose of
amloride HO is excreted in the urine and 40 percent in the
stool within 72 hours. Amloride has little effect on gl onmerul ar
filtration rate or renal blood flow Because amloride is not
met abol i zed by the liver, drug accunulation is not anticipated in
patients with hepatic dysfunction, but accumul ati on can occur if
t he hepat orenal syndrone devel ops.

Hydr ochl or ot hi azi de
The nechani smof the anti hypertensive effect of thiazides is
unknown. Thi azi des do not usual |y affect normal bl ood pressure.

Hydrochl orothiazide is a diuretic and anti hypertensive. It
affects the distal renal tubular nmechani smof electrolyte
reabsorption. Hydrochl orothi azi de i ncreases excretion of sodi um
and chloride in approxi mately equival ent anounts. Natriuresis
may be acconpani ed by sone | oss of potassium and bi carbonat e.

After oral admnistration diuresis begins within two hours, peaks
in about four hours and | asts about six to 12 hours.

Hydr ochl orot hi azide is not netabolized but is elimnated rapidly
by the kidney. Wen plasnma | evels have been foll owed for at

| east 24 hours, the plasma half-1ife has been observed to vary
between 5.6 and 14.8 hours. At |east 61 percent of the oral dose
is elimnated unchanged wi thin 24 hours. Hydrochl orot hi azi de
crosses the placental but not the blood-brain barrier and is
excreted in breast mlk.

| NDI CATI ONS AND USAGE

Am | oride hydrochl ori de and hydrochl orot hi azi de tablets are
indicated in those patients with hypertension or w th congestive
heart failure who devel op hypokal em a when thi azi des or ot her
kaliuretic diuretics are used al one, or in whom nai ntenance of
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nornmal serum potassiumlevels is considered to be clinically
inportant, e.g., digitalized patients, or patients with
significant cardiac arrhythm as.

The use of potassiumconserving agents is often unnecessary in
patients receiving diuretics for unconplicated essentia
hypert ensi on when such patients have a nornal diet.

Am | oride hydrochl ori de and hydrochl or ot hi azi de tabl ets nmay be
used al one or as an adjunct to other antihypertensive drugs, such
as net hyl dopa or beta bl ockers. Since am | oride hydrochl oride
and hydrochl orot hi azi de enhances the action of these agents,
dosage adjustnments may be necessary to avoid an excessive fall in
bl ood pressure and ot her unwanted side effects.

The fixed conbination drug is not indicated for the initia
t herapy of edema or hypertension except in individuals in whom
t he devel opnent of hypokal em a cannot be ri sked.

CONTRAI NDI CATI ONS

Hyper kal em a

Am | oride hydrochl ori de and hydrochl or ot hi azi de shoul d not be
used in the presence of el evated serum potassiumlevels (greater
than 5.5 nEq per liter).

Anti kaliuretic Therapy or Potassium Suppl enentati on

Am | oride hydrochl ori de and hydrochl or ot hi azi de shoul d not be
given to patients receiving other potassiumconserving agents,
such as spironol actone or trianterene. Potassium supplenentation
in the formof nedication, potassiumcontaining salt substitutes
or a potassiumrich diet should not be used with this product
except in severe and/or refractory cases of hypokalema. Such
concomtant therapy can be associated with rapid increases in
serum potassium |l evels. |f potassium suppl enentation i s used,
careful nonitoring of the serum potassiumlevel is necessary.

| npai red Renal Function

Anuria, acute or chronic renal insufficiency, and evi dence of

di abeti c nephropathy are contraindications to the use of

am | ori de hydrochl ori de and hydrochl orot hi azide. Patients wth
evi dence of renal functional inpairnent (blood urea nitrogen
[BUN] | evels over 30 ng per 100 nL or serumcreatinine |evels
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over 1.5 ng per 100 nL) or diabetes nellitus should not receive
the drug w thout careful, frequent and continuing nonitoring of
serumel ectrolytes, creatinine, and BUN | evel s. Potassi um
retention associated with the use of an antikaliuretic agent is
accentuated in the presence of renal inpairnent and may result in
the rapi d devel opnent of hyperkal em a.

Hypersensitivity
Am | oride hydrochl ori de and hydrochl orot hi azide is

contraindicated in patients who are hypersensitive to this
product, or to other sulfonam de-derived drugs.

WARNI NGS

Hyper kal em a

Li ke ot her potassiumconserving diuretic conbi nations,

am | ori de and hydrochl orot hi azi de nay cause hyperkal em a
(serum potassium |l evel s greater than 5.5 nkEq per liter).
In patients without renal inpairnent or diabetes nellitus,
the risk of hyperkalema with this conbination product is
about 1 to 2 percent. This risk is higher in patients
with renal inpairnent or diabetes nellitus (even wi thout
recogni zed di abetic nephropathy). Since hyperkalema, if
uncorrected, is potentially fatal, it is essential to

nmoni tor serum potassiumlevels carefully in any patient
recei ving am /|l oride hydrochl ori de and hydrochl or ot hi azi de,
particularly when it is first introduced, at the tine of
dosage adjustnents, and during any illness that could
affect renal function.

The risk of hyperkal ema nay be i ncreased when potassi um
conserving agents, including amloride hydrochl ori de and

hydr ochl or ot hi azi de, are adm ni stered concomtantly with an

angi ot ensi n-converting enzyne inhibitor (See PRECAUTI ONS, Drug
Interactions). Warning signs or synptons of hyperkal ema include
par est hesi as, nuscul ar weakness, fatigue, flaccid paralysis of
the extremties, bradycardia, shock, and ECG abnornalities.

Moni toring of the serum potassiumlevel is essential because mld
hyperkalema is not usually associated with an abnornal ECG
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When abnornmal, the ECGin hyperkalema is characterized primarily
by tall, peaked T waves or el evations from previous tracings.
There may al so be |owering of the R wave and i ncreased depth of
the S wave, w dening and even di sappearance of the P wave,
progressive w dening of the QRS conpl ex, prolongation of the PR
interval, and ST depression.

Treat nent of hyperkal em a

| f hyperkalema occurs in patients taking amloride and

hydr ochl or ot hi azi de, the drug shoul d be discontinued i rmedi ately.
If the serum potassi um | evel exceeds 6.5 nEq per liter, active
nmeasures should be taken to reduce it. Such neasures include the
i ntravenous admni stration of sodi um bi carbonate injection or

oral or parenteral glucose with a rapid-acting insulin
preparation. |f needed, a cation exchange resin such as sodi um
pol ystyrene sul fonate may be given orally or by enema. Patients
wi th persistent hyperkalema may require dialysis.

D abetes Mellitus

I n diabetic patients, hyperkal ema has been reported with the use
of all potassiumconserving diuretics, including amloride HJ,
even in patients wthout evidence of diabetic nephropathy.
Therefore, amloride and hydrochl orot hi azi de shoul d be avoi ded,

if possible, in diabetic patients and, if it is used, serum

el ectrolytes and renal function nust be nonitored frequently.

Am | ori de and hydrochl orot hi azi de shoul d be di sconti nued at | east
t hree days before gl ucose tol erance testing.

Met abolic or Respiratory Acidosis
Antikaliuretic therapy should be instituted only with caution in

severely ill patients in whomrespiratory or metabolic acidosis
may occur, such as patients wth cardiopul nonary di sease or
poorly controlled diabetes. |If am/loride and hydrochl orot hi azi de

is given to these patients, frequent nonitoring of acid-base

bal ance is necessary. Shifts in acid-base balance alter the
rati o of extracellular/intracellular potassium and the

devel opnent of acidosis may be associated with rapid increases in
serum pot assi um | evel s.

PRECAUTI ONS

CGener al
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El ectrol yte I nbal ance and BUN | ncreases

Determ nati on of serumel ectrol ytes to detect possible
el ectrol yte inbal ance should be perfornmed at appropriate
interval s.

Patients shoul d be observed for clinical signs of fluid or

el ectrolyte inbal ance: i.e., hyponatrema, hypochl oremc

al kal osi s, and hypokalema. Serumand urine electrolyte
determnations are particularly inportant when the patient is
vomting excessively or receiving parenteral fluids. Warning
signs or synptons of fluid and el ectrol yte i nbal ance,

i rrespective of cause, include dryness of nouth, thirst,
weakness, |ethargy, drowsiness, restlessness, confusion,

sei zures, nuscle pains or cranps, nuscul ar fatigue, hypotension,
oliguria, tachycardia, and gastrointestinal disturbances such as
nausea and vomti ng.

Hyponatrem a and hypochl orem a may occur during the use of

thi azides and other diuretics. Any chloride deficit during
thiazide therapy is generally mld and may be | essened by the

am | ori de conponent of this product. Hypochlorem a usually does
not require specific treatnment except under extraordinary
circunstances (as in liver disease or renal disease). D lutiona
hyponatrem a may occur in edematous patients in hot weather;
appropriate therapy is water restriction, rather than
admnistration of salt, except in rare instances when the
hyponatrema is life-threatening. In actual salt depletion
appropriate replacenent is the therapy of choice.

Hypokal em a nay devel op during thiazide therapy, especially with
brisk diuresis, when severe cirrhosis is present, during
concomtant use of corticosteroids or ACTH or after prol onged
therapy. However, this usually is prevented by the aml oride HG
conponent of this conbination drug product.

Interference with adequate oral electrolyte intake will al so
contribute to hypokalema. Hypokal ema may cause cardi ac
arrhythma and nmay al so sensitize or exaggerate the response of
the heart to the toxic effects of digitalis (e.g., increased
ventricular irritability).

Thi azi des have been shown to increase the urinary excretion of
magnesium this may result in hypormagnesema. Amloride HQ, a
conponent of this conbination product, has been shown to decrease
t he enhanced urinary excretion of magnesi umwhi ch occurs when a
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thiazide or loop diuretic is used al one.

I ncreases in BUN | evel s have been reported with amloride HJ and
wi t h hydrochl orot hi azi de. These increases usually have
acconpani ed vigorous fluid elimnation, especially when diuretic
therapy was used in seriously ill patients, such as those who had
hepatic cirrhosis with ascites and netabolic al kal osis, or those
with resistant edema. Therefore, when amloride and

hydr ochl orot hi azide is given to such patients, careful nonitoring
of serumelectrolyte and BUN levels is inportant. In patients
with pre-existing severe |iver disease, hepatic encephal opat hy,
mani fested by trenors, confusion, and coma, and increased

j aundi ce, have been reported in association with diuretic therapy
i ncluding am | oride and hydrochl or ot hi azi de.

In patients with renal disease, diuretics nay precipitate
azotema. Qumulative effects of the conponents of am|oride

hydr ochl ori de and hydrochl orot hi azi de may develop in patients
with inpaired renal function. |If renal inpairnent becones
evident, am |l oride and hydrochl or ot hi azi de shoul d be di sconti nued
(see CONTRAI NDI CATI ONS and WARNI NGS) .

Drug Interactions

In sone patients, the admnistration of a nonsteroidal anti-
inflammatory agent can reduce the diuretic, natriuretic, and
anti hypertensive effects of |oop, potassiumsparing and thi azi de
diuretics. Therefore, when am|l oride and hydrochl orot hi azi de

pl us nonsteroidal anti-inflammatory agents are used
concomtantly, the patient should be observed closely to
determne if the desired effect of the diuretic is obtained.

Si nce indonet haci n and pot assium sparing diuretics, including
this product, may each be associated with increased serum
potassium |l evels, the potential effects on potassiumkinetics and
renal function should be considered when these agents are
adm ni stered concurrently.

Am | ori de HC

When am |l oride is admni stered concomtantly w th an angi ot ensi n-
converting enzyne inhibitor, the risk of hyperkal ema may be
increased. Therefore, if concomtant use of these agents is

i ndi cat ed because of denonstrated hypokal ema, they shoul d be
used with caution and with frequent nonitoring of serum
potassium (See WARN NGS).
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Hydr ochl or ot hi azi de
When gi ven concurrently the follow ng drugs may interact with
thi azi de diuretics.

Al cohol, barbiturates, or narcotics
- potentiation of orthostatic

hypot ensi on may occur.

Antidiabetic drugs (oral agents and insulin) - dosage adj ust nent
of the antidiabetic drug may be required.

QG her antihypertensive drugs - additive effect or potentiation.
Chol estyram ne and col esti pol resins - Absorption of

hydrochl orothiazide is inpaired in the presence of anionic
exchange resins. Single doses of chol estyramne and col esti pol
resins bind the hydrochl orothi azi de and reduce its absorption in
the gastrointestinal tract by up to 85 and 43 percent,
respectively.

Corticosteroids, ACTH - intensified electrolyte depletion
particul arly hypokal em a.

Pressor amnes (e.q.., norepinephrine) - possi bl e decreased
response to pressor amnes but not sufficient to preclude their
use.

Skel etal rmnuscle rel axants, nondepol ari zing (e.qg., tubocurarine)
possi bl e i ncreased responsi veness to the nuscle rel axant.

Lithium - generally should not be given with diuretics. Duretic
agents reduce the renal clearance of lithiumand add a high risk
of lithiumtoxicity. Refer to the package insert for Iithium
preparations before use of such preparations with this

conbi nati on product.

Met abol i ¢ and Endocrine Effects

In diabetic patients, insulin requirenents nmay be increased,
decreased, or unchanged due to the hydrochl orot hi azi de conponent.
D abetes nellitus that has been | atent nay becone manifest during
admnistration of thiazide diuretics.

Because cal ciumexcretion is decreased by thiazides, amloride
and hydrochl orot hi azi de shoul d be di sconti nued before carrying
out tests for parathyroid function. Pathologic changes in the
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par at hyroi d gl ands, w th hypercal cem a and hypophosphat em a have
been observed in a few patients on prol onged thi azi de therapy;
however, the common conplications of hyperparathyroi di smsuch as
renal lithiasis, bone resorption, and peptic ul ceration have not
been seen.

Hyperuricema may occur or acute gout may be precipitated in
certain patients receiving thiazide therapy.

O her Precautions

In patients receiving thiazides, sensitivity reactions nay occur
with or without a history of allergy or bronchial asthnma. The
possibility of exacerbation or activation of system c | upus

eryt hemat osus has been reported with the use of thiazides.

I ncreases in cholesterol and triglyceride |evels nmay be
associated with thiazide diuretic therapy.

Carcinogenicity, Miutagenicity, Inpairnment of Fertility
Long-termstudi es in ani nmal s have not been performed to eval uate
the effects upon fertility, nmutagenicity or carcinogenic
potential of amloride hydrochl oride and hydrochl orot hi azi de.

Am | ori de HC

There was no evidence of a tunorigenic effect when am|l ori de HQ
was adm ni stered for 92 weeks to mce at doses up to

10 ng/ kg/day (25 times the maxi numdaily human dose). Amloride
HO has al so been admnistered for 104 weeks to male and fenal e
rats at doses up to 6 and 8 ny/kg/day (15 and 20 tines the

maxi numdai |l y dose for humans, respectively) and showed no

evi dence of carcinogenicity.

Amloride HO was devoid of nutagenic activity in various strains
of Salnmonella typhinmurium wth or without a mammalian |iver
m crosonal activation system (Ames test).

Hydr ochl or ot hi azi de

Two-year feeding studies in mce and rats conducted under the
auspi ces of the National Toxicol ogy Program (NTP) uncovered no
evi dence of a carcinogenic potential of hydrochl orothiazide in
female mce (at doses of up to approxi mately 600 ng/ kg/day) or in
mal e and fenale rats (at doses up to approxi nately 100
ny/ kg/ day). The NTP, however, found equi vocal evidence for

hepat ocar ci nogenicity in nmale m ce.

10
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Hydr ochl or ot hi azi de was not genot oxi c invitro in the Ares

nmut ageni city assay of Sal nonella typhi nurium strains TA 98, TA
100, TA 1535, TA 1537, and TA 1538 and in the Chi nese Hanster
Qvary (CHO test for chronosonal aberrations, or in vivo in
assays using nouse germnal cell chronosones, Chinese hanster
bone marrow chronosones, and the Dr osophi | a sex-1inked recessive
lethal trait gene. Positive test results were obtained only in
the in vitro CHO Sister Chromati d Exchange (cl astogenicity) and
in the Muse Lynphoma Cell (nutagenicity) assays, using
concentrations of hydrochl orothiazide from43 to 1300 pg/nL, and
in the Aspergillus nidulans non-disjunction assay at an

unspeci fied concentrati on.

Hydr ochl or ot hi azi de had no adverse effects on the fertility of
mce and rats of either sex in studies wherein these species were
exposed, via their diet, to doses of up to 100 and 4 ny/ kg,
respectively, prior to conception and throughout gestation.

Pr egnancy

Pregnancy Category B. Teratogenicity studies have been perforned
wi th conbi nations of am |l oride HJd and hydrochl orothi azide in
rabbits and mce at doses up to 25 tines the expected nmaxi num

dai ly dose for humans and have reveal ed no evidence of harmto
the fetus. No evidence of inpaired fertility in rats was
apparent at dosage levels up to 25 tinmes the expected maxi mum
human daily dose. A perinatal and postnatal study in rats showed
a reduction in maternal body weight gain during and after
gestation at a daily dose of 25 tines the expected nmaxi numdaily
dose for humans. The body weights of alive pups at birth and at
weani ng were al so reduced at this dose level. There are no
adequate and well controlled studies in pregnant wonen. Because
ani mal reproduction studies are not always predictive of hunan
responses, and because of the data |listed beloww th the

i ndi vi dual conponents, this drug shoul d be used during pregnancy
only if clearly needed.

Am | ori de HC

Teratogenicity studies with amloride HJd in rabbits and m ce
given 20 and 25 tines the nmaxi num human dose, respectively,
reveal ed no evidence of harmto the fetus, although studies
showed that the drug crossed the placenta in nodest anounts.
Reproduction studies in rats at 20 tines the expected naxi num
daily dose for humans showed no evidence of inpaired fertility.
At approximately 5 or nore tinmes the expected naxi numdaily dose
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for humans, sone toxicity was seen in adult rats and rabbits and
a decrease in rat pup growh and survival occurred.

Hydr ochl or ot hi azi de

Teratogeni c Effects

St udi es i n whi ch hydrochl orot hi azi de was
orally admnistered to pregnant mce and rats during their
respecti ve periods of major organogenesis at doses up to 3000 and
1000 ng hydrochl or ot hi azi de/ kg, respectively, provided no
evidence of harmto the fetus. There are, however, no adequate
and well-controlled studies in pregnant wonen.

Nont eratogenic Effects : Thiazides cross the placental barrier
and appear in cord blood. There is a risk of fetal or neonatal

j aundi ce, thronbocytopenia, and possi bly ot her adverse reactions
that have occurred in adults.

Nur si ng Mot hers

Studies in rats have shown that amloride is excreted in mlk in
concentrations higher than that found in blood, but it is not
known whether amloride is excreted in human mlk. However,

t hi azi des appear in breast mlk. Because of the potential for
serious adverse reactions in nursing infants, a decision shoul d
be nmade whether to discontinue nursing or to discontinue the
drug, taking into account the inportance of the drug to the

not her.

Pedi atric Use
Safety and effectiveness in children have not been establi shed.

ADVERSE REACTI ONS

Am | oride hydrochl ori de and hydrochl orot hi azide is usually well
tolerated and significant clinical adverse effects have been
reported infrequently. The risk of hyperkal ema (serum potassium
| evels greater than 5.5 nEq per liter) is about 1 to 2 percent in
patients w thout renal inpairnent or diabetes nellitus (see

WARNI NGS). M nor adverse reactions to amloride HJd have been
reported relatively frequently (about 20% but the rel ationship
of many of the reports to amloride is uncertain and the overal
frequency was simlar to hydrochl orothi azi de treated groups.
Nausea/ anor exi a, abdom nal pain, flatulence, and mld skin rash
have been reported and probably are related to amloride. Cher
adver se experiences that have been reported with amloride and
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hydr ochl or ot hi azi de are generally those known to be associ ated
with diuresis, thiazide therapy, or with the underlying di sease
being treated. dinical trials have not denonstrated that

conbi ning am | ori de and hydrochl orot hi azi de i ncreases the risk of
adverse reactions over those seen with the individual conponents.

The adverse reactions for am|loride and hydrochl orot hi azi de
listed in the followi ng table have been arranged into two groups:
(1) incidence greater than one percent; and (2) incidence one
percent or less. The incidence for group (1) was determned from
clinical studies conducted in the United States (607 patients
treated wth amloride and hydrochl orot hi azide). The adverse
effects listed in group (2) include reports fromthe sane
clinical studies and voluntary reports since marketing. The
probability of a causal relationship exists between am|oride and
hydr ochl or ot hi azi de and t hese adverse reactions, sone of which
have been reported only rarely.

I nci dence > 1% | nci dence
< 1%

Body as a Wiol e

Headache* Mal ai se

Wakness* Chest pain

Fati gue/ tiredness Back pain
Syncope

Car di ovascul ar
Arrhyt hm a Tachycardi a
Digitalis toxicity
Othostatic hypotension
Angi na pectoris

Di gestive
Nausea/ anor exi a* Consti pation
Di arr hea A bl eedi ng
Gastrointestinal pain Q@ di sturbance
Abdoni nal pain Appetite changes
Abdom nal ful | ness
H ccups
Thi r st
Vom ting
Anor exi a
Fl at ul ence
Met abol i ¢
H evated serum Gout
pot assi um | evel s Dehydrat i on
(> 5.5 nEq per liter)+ Synpt omati ¢ hyponat rem a**
I nci dence > 1% I nci dence < 1%
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Muscul oskel et al
Leg ache Miscl e cranps/ spasm
Joint pain
Ner vous
Di zzi ness* Par est hesi a/ nunbness
St upor
Vertigo
Psychiatric
None | nsomi a
Ner vousness
Depr essi on
Sl eepi ness

Ment al conf usi on

Respiratory
Dyspnea None

Skin
Rash* Fl ushi ng
Pruritus Di aphoresi s

Eryt hema nul tiforne

i ncl udi ng St evens-Johnson syndrone
Exfoliative dernatitis

i ncl udi ng toxi c epider nal

necrol ysis

Al opeci a

Speci al Senses
None Bad taste
Vi sual di sturbance
Nasal congestion

Ur ogeni t al
None | npot ence

Nocturi a
Dysuri a
I ncont i nence
Renal dysfunction

including renal failure
Gyneconasti a

* Reactions occurring in 3%to 8%of patients treated with aniloride
hydr ochl ori de and hydrochl orot hi azi de. (Those reactions occurring in
I ess than 3% of the patients are unnarked.)

+ See WARNI NGS

** See PRECAUTI ONS
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QG her adverse reactions that have been reported with the

i ndi vi dual conponents and within each category are listed in
order of decreasing severity:

Am | ori de

Body as a Whole: Painful extremties, neck/shoul der ache,
fatigability ;

Cardi ovascul ar: Pal pitation

Di gestive: Activation of probable pre-existing peptic ulcer,
abnormal liver function, jaundice, dyspepsia, heartburn;

Hemat ol ogi c: Apl astic anem a, neutropeni a;
| ntegunentary: Al opecia, itching, dry nouth;

Nervous Systeni Psychi atric: Encephal opathy, trenors, decreased
l'i bi do;

Respiratory: Shortness of breath, cough

Speci al Senses: Increased intraocul ar pressure, tinnitus;
Urogenital : Bl adder spasns, polyuria, urinary frequency.
Hydr ochl or ot hi azi de

Di gestive: Pancreatitis, jaundice (intrahepatic cholestatic

jaundice), sialadenitis, cranping, gastric irritation;

Hemat ol ogi c: Apl astic anem a, agranul ocytosis, |eukopeni a,
henol yti c anem a, thronbocyt openi a;

Hypersensitivity: Anaphylactic reactions, necrotizing angiitis
(vasculitis, cutaneous vasculitis), respiratory distress

i ncl udi ng pneunonitis and pul nonary edema, photosensitivity,
fever, urticaria, purpura,;

Met abolic: Electrolyte inbal ance (see PRECAUTI ONS),
hyper gl ycem a, glycosuria, hyperuricem a,;

Nervous Systeni Psychiatric: Restlessness;
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Speci al Senses: Transient blurred vision, xanthopsia,

Urogenital : Interstitial nephritis (see WARN NGS).

OVERDGSAGE

No data are available in regard to overdosage in humans. The
oral LDg, of the conbination drug is 189 and 422 ng/ kg for fenale
mce and fermal e rats, respectively.

It is not known whether the drug is dialyzable.

No specific information is available on the treatnent of
overdosage with amloride and hydrochl orot hi azi de and no specific
antidote is available. Treatnent is synptonatic and supporti ve.
Therapy with am | oride and hydrochl orot hi azi de shoul d be

di scontinued and the patient observed cl osely. Suggested
nmeasures include the induction of enesis and/or gastric |avage.

Amiloride HO: No data are available in regard to overdosage in
humans.

The oral LD, of amloride HCL (calculated as the base) is
56 ng/ kg in mce and 36 to 85 ng/kg in rats, depending on the
strain.

The nost common signs and synptons to be expected with overdosage
are dehydration and electrol yte inbalance. |f hyperkal ema
occurs, active neasures should be taken to reduce the serum

pot assi um | evel s.

Hydr ochl or ot hi azi de: The oral LD 5, of hydrochl orothiazide is
greater than 10 g/kg in both mce and rats.

The nost common signs and synptons observed are those caused by
el ectrol yte depl eti on (hypokal em a, hypochl orem a, hyponatrem a)
and dehydration resulting from excessive diuresis.

If digitalis has al so been adm ni stered, hypokal ema nay
accentuate cardi ac arrhythm as.

DCSAGE AND ADM NI STRATI ON
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Am | oride hydrochl ori de and hydrochl or ot hi azi de tabl ets shoul d be
adm ni stered with food.

The usual starting dosage is 1 tablet a day. The dosage may be
increased to 2 tablets a day, if necessary. Mre than 2 tablets
daily usually are not needed and there is no controlled
experience with such doses. The daily dose is usually given as a
singl e dose but may be given in divided doses. nhce an initial

di uresi s has been achi eved, dosage adjustnent nmay be necessary.
Mai nt enance therapy may be on an intermttent basis.

HOW SUPPLI ED

- Est abl i shed nane

- Strength of the dosage form

- Packagi ng

- Shape, color, coating, scoring, inprinting
- NDC nunber

- Speci al handling and storage conditions

Manuf acturer/D stributor's Nane and Pl ace of Busi ness
Dat e of Latest Revision
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